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DETAILED ACTION 



Status of the Claims 

1 . Claims 1-22 are currently pending. Claims 16-22 remain withdrawn as being drawn to a 
nonelected invention. This is the second Office Action on the merits of the claim(s). 

RESPONSE TO ARGUMENTS 

2. Claims 1-15 were rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a method of inhibiting 1 ip-HSD-1 comprising 
administration of an inhibiting amount of a compound of formula I wherein R 2 is methyl, and R 3 , 
R 4 , and/or R 5 are: 

-H; Ci-Cealkyl; C 2 -C 6 alkenyl; halogen; 

OR 7 ; (CH 2 ) n N(R 7 ) 2 ; cyano; -N0 2 ; 

-CF 3 ; -CH 2 CF 3 ; -OCF 3 ; -OCHCF 2 ; and, 

-OCH 2 CF 3 , 

does not reasonably provide enablement for a method of inhibiting 1 ip-HSD-1 comprising 
administration of another compound not listed above, or treating any condition with the 
compounds of formula I. Applicant traversed this rejection on the grounds that the instant 
specification provides sufficient guidance for a skilled artisan to test the claimed compounds, in 
vitro and in vivo. Applicant asserts that, since the level of skill in this field is high, it would be 
considered routine experimentation to determine which compounds would inhibit 1 1 )3- 
hydroxysteroid dehydrogenase- 1 (1 ip-HSD-1) and develop therapeutic protocols to treat 
conditions responsive to inhibition of 1 1 P-HSD- 1 . Examiner respectfully disagrees. 
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3. The instant specification exemplifies 62 compounds of formula I which are encompassed 
by elected Group II. Applicants have provided in vitro and in vivo methods by which a skilled 
artisan could test the compounds of formula I (pg 26 through pg 28). However, Applicants have 
not disclosed an IC 5 o value for any compound of formula I. Instead, Applicants allege that the 
compounds of the formula I are "selective inhibitors of the 1 lfi-HSD-1 enzyme" (pg 20, 
paragraph 5, line 1). As 1 ip-HSD-1 inhibitors, the compounds of formula I inhibit the 
conversion of cortisone to Cortisol, which is associated with numerous disorders (pg 21, 
paragraph 1, lines 2-9) and "generally have an inhibition constant IC50 of less than about 500 
nM, and preferably less than about 100 nM" (pg 23, paragraph 3, lines 1-2). It is unclear which 
or how many compounds encompassed by formula I actually have an IC50 of less than 500 nM, 
let alone 100 nM. A reasonable alternative reading of this statement, in the context of the entire 
disclosure, is that compounds utilized for the treatment of a disorder amenable to treatment by 
inhibiting the 1 ip-HSD-1 enzyme would have an IC50 value of less than about 500 nM, as 
opposed to all of the compounds having an IC50 of less than about 500 nM. In this case, it is 
unclear just how many compounds of formula I have IC50 values of less than about 500 nM. 

4. Examiner found no prior art teaching or rendering obvious the claimed compounds of 
formula I. Thus, Applicants cannot rely on the state of the art to compensate for the deficiencies 
of the instant specification; specifically, that a significant number of the compounds of formula I 
actually inhibit 1 1|3-HSD-1. The pharmaceutical art is unpredictable, requiring each 
embodiment to be individually assessed for physiological activity. In re Fisher {All F. 2d 833, 
166USPQ 18 (CCPA 1970)) indicates that the more unpredictable an area is, the more specific 
enablement is necessary in order to satisfy the statute. 
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5. The instant application is the first disclosure of the compounds of formula I. As such, it 
bears a heavy burden to enable a skilled artisan to make and use the invention as claimed 
because the state of the art cannot compensate for any deficiencies within the specification. The 
instant application provides only a general disclosure regarding the ability of a compound of 
formula I to inhibit 1 ip-HSD-1. One of ordinary skill in the art would have no guidance in 
determining which compound of formula I would both inhibit 1 ip-HSD-1 and possess 
pharmacodynamic and pharmacokinetic properties sufficient to exert a therapeutic effect, in vivo. 

6. As demonstrated by Aster, et al. (Bioorganic & Medicinal Chemistry Letters, 2008, 
already of record), similar compounds encompassed by formula I, wherein R 1 is phenyl or 
indolyl, and R 2 is methyl, display varying pharmacodynamic properties. Tables 1-3 disclose the 
percent inhibition of [ 3 H] cortisone conversion of numerous compounds that are encompassed by 
the instant claims. Some compounds (i.e. compounds 22, 24, 38, and 39) dramatically inhibit 
[ 3 H] cortisone conversion (% inhibition of greater than 10%) up to 16 hours following 
administration of the test compound. However, some demonstrate almost no inhibition, or even 
negative inhibition either 4 or 16 hours post administration of the test compound (compounds 4, 
5, 25, 33, 36, 40, 43, 48, and 49). The experiments disclosed in Aster, et al, demonstrate that 
subtle changes in formula I can completely abrogate the ability of the specific molecule to inhibit 
1 IP-HSD-1 in vivo (compare compounds 4 and 17 in Table 1). 

7. Applicants specify a number of diseases and disorders that are potentially amenable to 
treatment with formula I. The unifying theme behind the listed diseases is the fact that they may 
comprise an insulin-resistance component, which may be amenable to treatment by 1 1|3-HSD-1 
inhibition. If a compound does not inhibit 1 ip-HSD-1, then it would be unable to treat a 
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disorder amenable to 1 1|3-HSD-1 inhibition. The instant disclosure provides no guidance for the 
art worker to predict which compounds of formula I would inhibit 1 1|3-HSD-1, let alone treat a 
disease amenable to such treatment. Merely indicating an assay by which a skilled artisan can 
test the ability of the compounds of formula I to inhibit 1 l^-HSD-l is not sufficient to enable 
said artisan to treat a disease. For example, the art worker would be required to determine 
pharmacokinetic parameters (i.e. bioavailability, clearance), potential adverse drug interactions, 
contraindications, and formulations to treat a condition amenable to 1 l^-HSD-l inhibition. 
Therefore, the rejection of Claims 1-15 under 35 U.S.C. 1 12, first paragraph, for not be enabled 
for the entire scope of the claims is maintained . 

Conclusion 

8. Claims 1-15 remain rejected. 

9. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Paul Zarek whose telephone number is (571) 270-5754. The 
examiner can normally be reached on Monday-Thursday, 7:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on (571) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

PEZ 

/San-ming Hui/ 

Primary Examiner, Art Unit 1617 



